Atty Dkt No. 3400-0008 
Serial No. 09/920,340 



Remarks 

The present application was filed on August 1, 2001, with 74 claims. On June 19, 2002, the 
Office mailed a Requirement of Restriction and Election of Species. Restriction was required between 
two groups: Group I, drawn to a pharmaceutical formulation, a drug delivery system device, and a dosage 
form comprising a corticosteroid and a bronchodilator (claims 1-50 and 56-74); and Group II, drawn to a 
method of treating pulmonary disease responsive to treatment with a bronchodilator/corticosteroid 
combination. The Action also required election of a single species of corticosteroids and a single species 
of bronchodilators. On July 19, 2002, a Preliminary Amendment and Response to Restriction 
Requirement was filed electing the method claims of Group II, amending claims 51-54, adding new 
claims 75-1 16, and electing anhydrous mometasone furoate as the corticosteroid and pirbuterol acetate as 
the bronchodilator. 

In the Office Action under reply, claims 51-54, 75-79, and 84-1 16 were examined and subject to 
rejection under 35 U.S.C. § 103 as obvious over Sequeira et al. in view of the PDR entry for the Maxair® 
-inhater-.— Glain^80-83-^re-wkMraw 
obviousness rejection is addressed below. 

With the present Amendment, claim 76 has been canceled, and the dependency of claim 77 
changed accordingly. In addition, claim 5 1 has been amended to recite that the bronchodilator and the 
corticosteroid are administered in a single formulation, and that the bronchodilator is selected from the 
group consisting of albuterol, bitolterol, clenbuterol, fenoterol, levalbuterol, metaproterenol, pirbuterol, 
procaterol, reproterol, rimiterol, terbutaline, derivatives thereof, pharmacologically acceptable salts and 
esters thereof, and combinations of any of the foregoing. 

For the Examiner's convenience, Appendix B lists all pending claims after entry of this 
Amendment. 

Claim Rejections - 35 U.S.C. § 103 

Claims 51-54, 75-77, and 84-1 16 stand rejected under 35 U.S.C. 103(a) as obvious over Sequeira 
et al. in view of the PDR monograph on the Maxair inhaler. This rejection is respectfully traversed. 

The prima facie case is a procedural tool which, as used in patent examination, means not only 
that the evidence of the prior art would reasonably allow the conclusion the Examiner seeks, but also that 
the prior art compels such a conclusion if the applicant produces no evidence or argument to rebut it. In 
re Spada, 911 F.2d 705 (Fed. Cir. 1990). If examination at the initial stage does not produce a prima 
facie case of unpatentability, then without more, the applicant is entitled to grant of the patent. In re 
Oetiker, 977 F.2d 1443 (Fed. Cir. 1992). 
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To establish a prima facie case of obviousness, two basic criteria must be met. First, there must 
be some suggestion or motivation, either in the references themselves or in the knowledge generally 
available to one of ordinary skill in the art, to modify the references or to combine reference teachings. 
Second, there must be a reasonable likelihood of success in view of the prior art. Brown V, Williamson 
Tobacco Corp. v. Phillip Morris, Inc., 229 F.3d 1 120 (Fed. Cir. 2000). Furthermore, the teachings or 
suggestion to make the claimed combination and the reasonable expectation of success must both be 
found in the prior art, and not based on the applicant's disclosure. In re Vaeck, 947 F.2d 488 (Fed. Cir. 
1991). 

The analysis that follows will demonstrate that the Examiner has not established a prima facie 
case of obviousness and that the applicants are entitled to a patent grant on the claimed invention. 

The claimed invention relates to a method of treating a patient suffering from a condition, 
disease, or disorder responsive to treatment with a bronchodilator/corticosteroid combination, comprising 
administering to the patient, via inhalation, a single pharmaceutical formulation for pulmonary drug 

admimstotiorvAV^ 

bronchodilator and a therapeutically effective amount of a corticosteroid selected from the group 
consisting of mometasone and pharmacologically acceptable salts, esters, and derivatives thereof. The 
bronchodilator is preferably a short-acting drug, i.e., exhibits rapid onset and thereby provides immediate 
relief. In one embodiment of the present invention, the formulation is administered using a dry powder 
inhaler for orienting and positioning a capsule containing the pharmaceutical formulation. 

As explained on page 2 of the specification, corticosteroids serve to treat the inflammation 
associated with asthma and its related conditions; however, because it often takes weeks for 
corticosteroids to exhibit their asthma-relieving effects, patient compliance with long-term corticosteroid 
therapy is very poor. By contrast, because bronchodilators generally grant asthma sufferers immediate 
relief from their symptoms, patient compliance with bronchodilator administration is very high. In light 
of the foregoing, one advantage of the claimed invention is a marked increase in patient compliance with 
corticosteroid therapy by incorporating a bronchodilator with the corticosteroid in a single formulation. 
That is, the bronchodilator acts to relieve symptoms immediately while the corticosteroid acts to treat the 
underlying inflammation causing the asthmatic symptoms (specification, page 18, lines 18-21). In this 
way, the formulation addresses both the symptoms and causes of an asthmatic attack. This is because 
patients are far more likely to continue self-administration of the medication on a regular basis since the 
immediate relief provided by the bronchodilator ensures that the desired long-term benefits of the 
corticosteroid are achieved. 
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In addition to the foregoing, an advantage of a bronchodilator such as pirbuterol is that it is a 
short-acting rather than a long-acting bronchodilator. The advantage of a short-acting bronchodilator in 
the formulation of the claimed invention over a long-acting bronchodilator is that the former serves to 
treat the more common mild-to-moderate asthmatic symptoms, i.e., episodic wheezing and shortness of 
breath, whereas the latter serves to treat the less common severe and persistent asthmatic symptoms, i.e., 
prolonged wheezing and dyspnia. On this point, it is important to note that in a formulation containing a 
corticosteroid and a long-acting bronchodilator, an asthmatic patient may also need to carry a rescue 
inhaler containing a short-acting bronchodilator to control any break-through wheezing or shortness of 
breath that may occur. 

Sequeira et al. teaches a method of treating a corticosteroid-responsive disease of the upper or 
lower airway passages and/or of the lungs in patients afflicted with the disease, the method involving at 
least once-a-day administration to the surface of the aforementioned airway passages a substantially non- 
systemically bioavailable amount of aerosolized particles of mometasone furoate (cols. 2, 6, and 7, 
^assimrseereTgrreolT^T^mes^ 

furoate as having anti-inflammatory effects in treating airway passage diseases such as asthma and 
allergic rhinitis by acting on the surfaces of the upper and lower airway passages and lungs while having a 
substantially minimum systemic effect (col. 3, lines 24-29). In addition, Sequeira et al. further teaches 
that mometasone furoate may be administered by oral inhalation or intranasally to treat diseases of the 
lower and/or upper airway passages and/or lungs as monotherapy or as adjuvant therapy with inter alia, 
bronchodilators such as albuterol or theophylline (col. 5, lines 5-15). 

The Examiner notes that Sequeira et al. does not teach the incorporation of pirbuterol acetate in 
its composition for the treatment of allergic and/or inflammatory diseases of the lower airway passages 
and/or lungs such as asthma and rhinitis. The only disclosure of possible co-administration with a second 
drug is col. 5, lines 8-15, wherein "bronchodilators such as albuterol... or theophylline" are mentioned. 
The Examiner further notes that Sequeira et al. does not teach the incorporation of its pharmaceutical 
composition into a capsule. Accordingly, the Examiner admits that a prima facie case of obviousness is 
not established by Sequeira et al. alone. 

It is the Examiner's position that the PDR monograph on the Maxair inhaler in combination with 
the teachings of Sequeira et al. would lead one of ordinary skill in the art to the claimed invention. 

The Examiner cites the Maxair monograph because it teaches a pirbuterol acetate bronchodilator 
aerosol, a known beta-2 adrenergic receptor agonist, for the treatment of asthma and for preventing 
bronchospasm at a dosage of 200-400 ng/day. The monograph also teaches that the inhaler can be used 
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concurrently with steroid therapy, but does not specify the steroid or any other aspect of a 
steroid/pirbuterol combination. 

Combining the teachings of Sequeira et al. and the Maxair monograph, the Examiner comes to 
the conclusion that it would have been obvious for one of ordinary skill in the art at the time of the 
invention to use pirbuterol acetate in a composition comprising the corticosteroid mometasone furoate for 
treating allergic and/or inflammatory diseases of the lower airway passages and/or lungs such as asthma 
and rhinitis. The Examiner arrives at this conclusion by reasoning that because both mometasone furoate 
and pirbuterol acetate are known to be used in treating allergic and/or inflammatory diseases of the lower 
airway passages and/or lungs, such as asthma and rhinitis, a prima facie case of obviousness is 
established on the principle of In re Kerkhoven, 205 USPQ 1069 (C.C.P.A. 1980). In re Kerkhoven held 
that it is prima facie obvious to combine two compositions each of which is taught by the prior art to be 
useful for the same purpose, in order to form a third composition that is to be used for the very same 
purpose. Id. at 1072. 

Whtteifte Exammer^sreasoniTTg^eemsiog^ 

demonstrate the two flaws in the Examiner's obviousness analysis. 

First, the Examiner's hypothetical combination of Sequeira et al. in view of the Maxair 
monograph results in a teaching of co-administration of the corticosteroid of Sequeira et al. with the 
short-acting bronchodilator of the Maxair inhaler; this is not the claimed invention. The claimed 
invention relates to a single formulation of a corticosteroid with a short-acting bronchodilator. Indeed, 
neither Sequeira et al. nor the Maxair monograph provides any teaching or suggestion for oral 
administration of a single formulation containing both a long-acting corticosteroid, such as mometasone, 
with a short-acting bronchodilator, such as pirbuterol. Specifically, at col. 5, lines 5-8, Sequeira et al. 
mentions possible co-administration of a bronchodilator with a corticosteroid, wherein the bronchodilator 
is used a "adjuvant therapy." Based on Sequeira et al.'s citation of Proventil® and Theo-Dur®; however, 
it is clear that co-administration of the two drugs in separate formulations is intended. Similarly, in the 
Maxair monograph, there is no disclosure or suggestion of a combination formulation, merely, a brief and 
general recitation of possible co-administration with a steroid. 

The claimed invention is not obvious over the combination of Sequeira et al. in view of the 
teachings in the Maxair monograph because one would not normally combine a short-acting drug with a 
long-acting drug. That is, in a single formulation containing both a long-acting and a short-acting drug, 
one would presume that administration according to an appropriate dosing frequency for the short-acting 
drug would result in an overdose of the long-acting drug. In the claimed combination, however, because 
mometasone furoate is not systemically absorbed to any appreciable degree (as indicated in Sequeira et 
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al., col. 3, lines 24-29), administration of a higher than necessary dose is not problematic. 
Notwithstanding the foregoing, as the beneficial effect of the steroid will be felt within approximately six 
weeks, the patient will no longer feel the need to administer the claimed combination more than once a 
day (because more frequent dosing of the bronchodilator will be unnecessary). 

Second, pursuant to the Federal Circuit's holding in Brown V. Williamson Tobacco Corp. v. 
Phillip Morris, Inc., supra, a primary Sequeira et al. reference must provide some suggestion or 
motivation that would lead the ordinary artisan to either modify its teachings or to combine its teachings 
with a secondary reference in such a way that the claimed invention would be obvious. Relying on a 
1980 Court of Customs and Patent Appeals case, the Examiner asserts that the motivation to combine 
Sequeira a et al. in view of the Maxair monograph is the "fact" that the corticosteroid mometasone furoate 
and the bronchodilator pirbuterol acetate are known to be used in treating allergic and/or inflammatory 
diseases of the lower airway passages and/or lungs, such as asthma and rhinitis. This reasoning is faulty 
not only for the reasons set forth above, but also because it misapplies the holding of In re Kerkhoven. 
With^espect-to^e-Exai^ 

noted that the subject matter of Kerkhoven is detergents, not medications. There, the two compositions at 
issues were slurry A, comprised of 60-100% by weight of anionic detergents and 0-40% by weight of 
nonionic detergents, and slurry B, comprised of 0-40% by weight of anionic detergents and 60-100% by 
weight of nonionic detergents. Under the method of Kerkhoven, the slurries are independently dried and 
the resulting products are mixed to form a spray-dried detergent composition comprising inter alia, 20- 
80% by weight of anionic detergents and 80-20% by weight of nonionic detergents. Kerkhoven at 1070. 
Kerkhoven argued that his multi-slurry method was superior to the conventional single slurry manner of 
making mixed-active particulate detergents which required the mixing of all ingredients together in one 
slurry, which is then spray dried. Kerkhoven further argued that the single slurry technique produced 
detergents having poor flow characteristics whereas his multi-slurry technique produced detergents with 
excellent flow characteristics. The method of Kerkhoven was found obvious on the grounds that the 
claims required no more than the mixing of two conventional spray-dried detergent compositions and 
concluded that the mere mixing of two compositions each taught for the same purpose, in the absence of a 
showing of unexpected results, is obvious. Id. at 1071. 

Given the foregoing discussion of Kerkhoven, it is clear that the compositions at issue in 
Kerkhoven were two detergent slurries comprised of different combinations of anionic and nonionic 
detergents. Thus, a conclusion that they are compositions intended for the same purpose stands to reason 
and is the basis for a prima facie case of obviousness. By contrast, in the present case, the compositions 
at issue are a corticosteroid and a bronchodilator. While the Examiner asserts that these two drugs are 
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useful for the same purposes, it is readily apparent why they are not and why Kerkhoven is inapplicable to 
the present case. As explained on pages 2-3 of applicants' specification, bronchodilators are 
administered to individuals suffering from asthma. Bronchodilators exert their anti-asthmatic effect by 
relaxing smooth muscle tissue surrounding a constricted airway. Bronchodilators, alone, do not decrease 
the number of asthmatic episodes that a predisposed individual will experience. By contrast, because 
inflammation will often trigger an asthma attack, administration of anti-inflammatory corticosteroids 
reduces the likelihood of asthmatic episodes. This explanation demonstrates that corticosteroids and 
bronchodilators do not in fact serve the same purpose; they serve different purposes in the treatment of 
asthma and related diseases. They also function differently; bronchodilators are smooth muscle relaxants 
while corticosteroids are anti-inflammatory agents. In light of the foregoing, applicants submit that the 
Examiner has not established the first step of his prima facie case of obviousness. 

Even assuming arguendo that the holding in In re Kerkhoven could be applied to the instant case, 
the Examiner has provided no evidence to show that the ordinary artisan would have a reasonable 
^peGtatien^i^seess^^onAmm 

Maxair inhaler. Indeed, the only disclosure in Sequeira et al. that the mometasone furoate can be used in 
combination with a bronchodilator is a very brief mention at column 5, lines 5-8 and 13-17, as noted 
above (i.e., that mometasone furoate may be used as adjuvant therapy with bronchodilators such as 
albuterol or theophylline). This brief mention provides no suggestion to the ordinary artisan that the 
combination therapy will improve the long-term effects of the corticosteroid by enhancing patient 
compliance by way of the addition of a short-term bronchodilator. Further, because the Maxair 
monograph does not correct this deficiency of Sequeira et al., the ordinary artisan would not have a 
reasonable expectation of increasing patient compliance with the mometasone furoate of Sequeira et al. 
solely though a reading of Sequeira et al. in view of the Maxair monograph. Accordingly, the Examiner 
has not established the second step of his prima facie case of obviousness. 

Because the foregoing demonstrates that the Examiner has not established a prima facie case of 
obviousness for the claimed invention, applicants respectfully request reconsideration and withdrawal of 
this rejection. 
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Conclusion 



Because the Examiner has failed to establish a prima facie case of obviousness, applicants are 
entitled to a patent grant on the claimed subject matter. In re Oetiker, supra. Accordingly, applicants 
respectfully request withdrawal of the obviousness claim rejection set forth in the Office Action of 
September 10, 2002, and early passage of this application to issue. 

The Examiner is welcome to contact the undersigned attorney at (650) 330-4913 to discuss this 
communication. 



REED & ASSOCIATES 
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Respectfully submitted, 



By: 




Karen Canaan 
Registration No. 42,382 
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